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Tractography algorithms provide us with the ability to non-invasively reconstruct fiber path-
ways in the white matter (WM) by exploiting the directional information described with
diffusion magnetic resonance. These methods could be divided into two major classes,
local and global. Local methods reconstruct each fiber tract iteratively by considering only
directional information at the voxel level and its neighborhood. Global methods, on the
other hand, reconstruct all the fiber tracts of the whole brain simultaneously by solving
a global energy minimization problem. The latter have shown improvements compared to
previous techniques but these algorithms still suffer from an important shortcoming that
is crucial in the context of brain connectivity analyses. As no anatomical priors are usually
considered during the reconstruction process, the recovered fiber tracts are not guaran-
teed to connect cortical regions and, as a matter of fact, most of them stop prematurely
in the WM; this violates important properties of neural connections, which are known to
originate in the gray matter (GM) and develop in the WM. Hence, this shortcoming poses
serious limitations for the use of these techniques for the assessment of the structural
connectivity between brain regions and, de facto, it can potentially bias any subsequent
analysis. Moreover, the estimated tracts are not quantitative, every fiber contributes with
the same weight toward the predicted diffusion signal. In this work, we propose a novel
approach for global tractography that is specifically designed for connectivity analysis appli-
cations which: (i) explicitly enforces anatomical priors of the tracts in the optimization and
(ii) considers the effective contribution of each of them, i.e., volume, to the acquired dif-
fusion magnetic resonance imaging (MRI) image. We evaluated our approach on both a
realistic diffusion MRI phantom and in vivo data, and also compared its performance to
existing tractography algorithms.
Keywords: diffusion MRI, global tractography, spline, brain connectivity, MCMC, anatomical priors
1. INTRODUCTION
Since the introduction of diffusion Magnetic Resonance Imaging
(MRI) (1), the technique has been exploited in clinical and research
studies as it allows to assess the micro-structural integrity of the
neuronal tissue in the brain. Tractography is a general term for a
class of methods to reconstruct the trajectories of the fibers in the
WM based on local information about the neuronal tissue esti-
mated from diffusion MRI (dMRI) data. These algorithms offer a
unique possibility to gain insight into the structure of the human
brain non-invasively and in vivo. The information gained in this
manner is not only of high value for visualization of the brain con-
nectivity and segmentation of the brain into different functional
areas, but also has the potential to provide essential information
that can be exploited, e.g., for neurological planning or for better
understanding major diseases such as multiple sclerosis, epilepsy,
schizophrenia, brain plasticity after strokes, etc.
Most of the tractography algorithms proposed to date are
based on local approaches, meaning that they consider only local
diffusion information as a streamline is propagated throughout
the WM. These algorithms, can be either deterministic (2, 3) or
probabilistic (4, 5). The simplest approach reconstructs the neu-
ronal pathways by following the local, voxelwise defined diffusion
direction in small successive steps. Despite being very fast, these
approaches suffer from the fact that integration errors accumulate
along the path and can lead to great deviations from the true
underlying fiber trajectory. Probabilistic methods extend these
methods by estimating a distribution of possible pathways; a
streamline is continued by drawing samples from this distribu-
tion (4). Often, the number of probabilistic streamlines generated,
when compared to an equivalent experiment using deterministic
streamlines, needs to be much larger. Probabilistic methods come
with a significantly higher computation time together with an
increased chance of generating false positive pathways and, espe-
cially, do not solve the intrinsic limitations of the local schemes.
Therefore, to overcome the local nature of previous approaches,
front-evolution methods have been introduced (6, 7). In these
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methods, the local diffusivity can be interpreted as local speed.
Paths with higher diffusivity are traversed with higher speeds
than paths of low diffusivity. Thus, the global optimal connec-
tion between two regions can be thought of as the path with the
minimal arrival time. These techniques bring us closer to a global
approach that are computationally efficient. However, for any pair
of regions in the brain, there exists a geodesic between two regions.
Meaning that all the regions in the brain can be connected to each
other, which is not anatomically possible. Again as in the case of the
probabilistic approach a high number of false positive fibers are
introduced. Recently, global energy minimization techniques (8–
10) fall within the category of global tractography. The aim of these
methods is to reconstruct the complete tractogram by integrating
all the diffusion information of the brain. As a result, these global
algorithms show improvements compared to previous methods
(11), but the price to pay is the increased computational burden.
Today, most existing algorithms suffer from two major draw-
backs that limit their effectiveness with respect to connectivity
analyses: firstly, most fibers stop prematurely in the WM, which
violates a very important anatomically property of neuronal con-
nections. This has already been addressed in recent work for
local approaches (12, 13). However, in the context of global trac-
tography this problem has not been taken into consideration.
Furthermore, a comparison study (14) of a large collection of
tractography algorithms and local reconstruction methods based
on the FiberCup dataset (15), shines a light on this ambiguity. The
authors show that indeed between 58 and 97% of the reconstructed
fibers do not reach the GM. This issue has been also highlighted
in human brain data by (16), who showed that one-third of the
fibers do not connect to the GM, meaning that these connections
stop prematurely in the WM and thus, are of no help in structural
connectivity analyses. Secondly, the reconstructed trajectories are
not quantitative (17, 18). The counts for number of streamlines
connecting two regions in the brain demands some normalization
that are hard to justify and averaging along some scalar values
(e.g., FA) is only an indirect measure of the underlying neuronal-
structure. Recent studies have been devoted to deal with this issue
(19–21), but the proposed implementations are very burdensome
to be used in practice. Ref. (22) has recently proposed a general
and very efficient framework to combine tractography and tis-
sue micro-structure estimation using a convex formulation. Thus,
leading to a more quantitative and biologically oriented assessment
of brain connectivity. Nevertheless, all existing approaches assume
an input set of tracts whose positions are fixed and cannot be
adapted. As a consequence, all these formulations are sensitive to
the choice of the algorithm used to estimate the candidates fibers.
In this work, we propose a method that re-addresses the impor-
tance of anatomical priors in global tractography by exploring the
different states of the fiber model to find the combination which
best explains the data. This is achieved by first expressing the fiber
pathways as splines, which are described by their control points,
where the two extreme points are placed in the GM and the rest
are constrained in the WM. Also, the splines are smooth by nature
and therefore there is no need for additional constraints to force
the shape of a plausible fiber. Furthermore, since the fibers are
changed during the optimization process there is no big depen-
dency of the initial solution (candidate fibers). Lastly, every fiber
is associated with a weight, which brings us closer to a quantitative
tractogram.
2. METHODS
2.1. PROPOSED APPROACH
The complete process of this method is described in Figure 1 where
the different steps of the flowchart are:
1. Construct the initial library of fiber tracts by using any classical
tractography algorithm (or a combination of them).
2. Library simplification: extend the fibers that have stopped just
before reaching GM area. Filter out the ones that stopped pre-
maturely in the WM (too far from the GM to be extended),
as they do not represent anatomically valid connections (VC).
Remove duplicates by using a clustering algorithm and assign
an initial weight to every fiber.
3. Represent fibers by means of a parametric representation e.g.,
a spline to explicitly enforce anatomical priors (smoothness,
endpoints in GM, etc.).
FIGURE 1 | Flowchart of the different steps in the method: first,
construction of the initial tract library by using existing tractography
algorithms i.e., (2, 7, 9). Second, simplify the library by constraining to
anatomical priors, cluster (23), and assign all fibers an initial weight. Third,
convert to the model computed to represent the fiber trajectories. Lastly,
the MCMC-based method used to optimize the fit of the model vs. the
measured data.
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4. Find the configuration, i.e., tract positions and effective weights,
which best explains the measured dMRI data, via MCMC-based
optimization.
In the following sections, we will provide details concerning
each step of our proposed approach.
2.1.1. Construction of the initial tract library
The initial tract library can be estimated by using any tractography
algorithm or a combination of them to inherit the pros of each
tracking approach. Many of the reconstructed tractograms would
have endpoints that do not connect to the GM, as a consequence
this will lead to unnecessary computational time for the optimiza-
tion. The tractography methods used to construct the candidate
sets are: the classical line-propagation method based on (2), a
front-evolution algorithm similar to (7) and a global approach
(9, 10). From now on the three methods will be referred to as,
STREAMLINE, SP (Shortest Path), and GIBBS.
For the propagation of the tracts we employed the FOD as
local diffusion model, which were provided to us by the Trac-
tometer team (tractometer.org) to ensure the best quality of the
local reconstruction. The parameters for tracking were chosen in
a way to ensure all true connections in the FiberCup data set. To
run the STREAMLINEmethod we used MRtrix toolbox1 with the
following parameters: nine seeds per voxel, curvature= 1.0 and
a step size of 0.6. Concerning SP an in-house implementation
was used to track from every voxel of the boundary GM/WM to
another GM region and the information used for the propagation
is the same FOD that was used for the STREAMLINE. In the case
of GIBBS2 the default parameters were used.
2.1.2. Filtering and simplification
To ensure a fast computational time and respect the constraints of
having fiber endpoints reaching the GM area, some pre-processing
was necessary.
To start with, a clustering algorithm (23) was applied to extract
the most representative fibers for each connection, resulting in
all the duplicated fibers being removed. The parameters used for
the clustering were: a threshold of 3 with a polyline consisting of
25 points. These parameters were chosen to achieve a trade-off
between removing as many fibers as possible, but conserving the
most significant ones. More details about these parameters can be
found in Ref. (23).
Furthermore, since no stopping criteria of the tracking were
included in the STREAMLINE algorithm, many fibers stopped
before reaching the GM. Due to this, an extension of the fiber
endpoints was necessary. However, fiber endpoints stopping more
then a voxel before reaching GM would be excluded. A funda-
mental necessity to run our method is for both endpoints of every
initial fiber to lie within a GM region. Lastly, an initial weight
was assigned to all the tracts of the tractogram (second block in
Figure 1). Further details on how this weight is set is described in
the experiment of Section (3.1).
1http://www.brain.org.au/software/mrtrix/
2http://www.uniklinik-freiburg.de/mr-en/research-groups/diffperf/fibertools.
html
2.1.3. Spline representation to enforce anatomical priors
The aim of this step is to represent the 3D paths between all pairs
of regions with a model that grants us the possibility to modify
the trajectories, while at the same time preserve the smoothness
of the tracts. The model used therefore is a cubic spline namely,
Catmull–Rom splines (24). These splines are piecewise cubic poly-
nomial curves that pass through all the control points. The control
points were extracted by reducing the number of points describ-
ing the polyline and at the same time conserving the shape of
the initial curve. To obtain these control points, the Douglas–
Peucker algorithm (25) was run on these polylines until seven
control points were obtained per fiber. Previous work (26) used
five control points to represent the spline, with visual inspection
of some tracts in the in vivo dataset we decided finally to use seven
control points. To stay consistent, we used the same number of
control points for the in vivo dataset and the FiberCup dataset.
However, due to the simplicity of the FiberCup dataset much less
control points could have been used. Future improvements of this
method would be to adjust the number of control points of the
spline depending on its complexity. The main advantages with
using this type of splines are firstly that they are cubic, thus easy
to compute and fast due to the low number of parameters and
secondly that they pass through all their control points. The fact
that the entire spline passes through its control points makes it
easy to handle. This grants us the possibility to explicitly enforce
our anatomical prior information that all fiber endpoints should
lie within the GM and all the remaining points in the WM. In
case a control point is being outside the GM or WM, we would be
sure that the underlying spline would be as well and can therefore
exclude it from the sampling scheme. Another advantage of using
the splines is that it can include a large variety of paths when the
number of control points is large enough and their smooth nature
makes them anatomically plausible.
2.1.4. Finding the optimal fiber configuration with MCMC
optimization
The global cost to minimize is based on the L2-norm of the dis-
tance between the measured signal D and the predicted signal with
our fiber model, M. The goal is to find the most likely model, M,
given the observed data, D, by exploring the distribution of possi-
ble solutions from the posterior probability P (M |D). The Bayesian
modeling allows the computation of the posterior probability:
P (M |D) = P (D|M ) P (M ) (1)
The measured signal is defined as D(x, n)= S(x, n)/S0(x),
where S(x, n) is the diffusion weighted signal at position x with
gradient direction n at a fixed b-value. S0(x) is the non-diffusion
weighted signal at a b-value of 0. The fiber model, M, is composed
of a set of segments of equal size. The segment size will depend on
the voxel size and a rule of thumb is to set the size of the segment
smaller then the voxel size. In our case, the segment size is set to
2 mm in both experiments (FiberCup and In vivo) for consistency.
As in Ref. (9), the predicted signal is thereafter derived from the
segments of the underlying spline (our fiber model) and expressed
as following:
www.frontiersin.org November 2014 | Volume 5 | Article 232 | 3
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Lemkaddem et al. Tractography with embedded anatomical priors
ρseg (x , n) = e
(
−bnTsegDwmnseg
)
e−|x−xseg |2/σ2 (2)
where, the first exponential is the expression of the tensor accord-
ing to the the multi-tensor model (27) with the eigenvalues of
Dwm being [2.1; 0.85; 0.85] square micrometers per millisecond
for the FiberCup dataset and [1.7; 0.3; 0.3] square micrometers per
millisecond for the in vivo dataset. The second exponential is the
Gaussian distribution centered in x of that voxel, where nseg and
xseg are the orientation and position of the segment, respectively.
After some experimental testing, a σ= 0.5 was chosen and used
throughout all the experiments.
Every fiber has assigned to it a unique weight, denoted w ;
importantly, the weight assigned to a particular fiber is used to
scale the contribution of all segments along that particular fiber,
i.e., the weight of the fiber does not vary along its length.
The total signal contribution of a fiber in a voxel is basically
the sum of all its segments contribution multiplied by the weight
w ≥ 0.
ρM (x , n) = w
∑
seg
ρseg (x , n) (3)
The weights of all fibers, together with the control points are the
unknown parameters that are to be optimized using our method.
The property of these two parameters are very helpful in reducing
the search space since: (a) thanks to the weights, less fibers can
be used to represent a connection between a pair of region (b)
an entire fiber (spline) can be described using a few number of
control points.
Finally, the energy function to minimize is:
E (M , D) = ‖ρM − D‖2L2 (4)
This expression is now optimized using a Metropolis-Hastings
sampler with a simulated annealing (SA) (28) approach. As long
as E (M ′, D) is smaller than E (M, D) the new state is accepted,
otherwise it is accepted with regards to this criteria:
e−E(M ,D)/T > R (0, 1) , (5)
where T is the system temperature and R (0, 1) is a random num-
ber in the interval [0, 1]. The SA involves a decrease in the system
temperature T from a high starting temperature to a low final tem-
perature. If T is large, bad transition states are accepted and a large
part of the solution space is accessed. This will allow the system to
explore more of the solution space in the beginning of the process
and successively restrict it until it reaches the final temperature.
The proposals consist of:
• Changing weight of a fiber.
• Moving, either by moving the control points or translating the
whole fiber.
• Adding a fiber.
• Removing a fiber.
The process works as follows: start with the current model state
M, modify the state using one of the four proposals. The mod-
ification of the state is carried on by sampling the position of a
control point from a normal distribution of GM or WM volume.
The weights are as well sampled from a normal distribution in the
range of 0 and 1. The new state is now denoted M ′.
The probabilities of picking a certain proposal are fixed after
a number of experiments according to the following: changing
weight of a fiber= 40%, move a fiber= 40%, add a fiber= 15%,
and remove a fiber= 5%.
2.2. DATA AND EXPERIMENTS
2.2.1. Phantom
The first experiment was performed using data acquired from a
physical diffusion phantom, which was designed and built for the
FiberCup Contest in MICCAI 2011 (15). We used the dataset with
a b-value of 1500 s/mm2, 64 diffusion directions and an in-plane
resolution of 3 mm× 3 mm with a slice thickness of 3 mm. For
further details about this data set, we refer to footnote 33 .
Before starting our optimization method, we first search for
the optimal weight for each initial tractogram (STREAMLINE,
SP, and GIBBS). By computing the cost using Eq. 4 we retrieved
the optimal weight considering the lowest cost (second block in
Figure 1). Next, we ran our MCMC method, yellow blocks in
Figure 1, by using first only one of the four proposals namely, the
change of weight (left yellow block in Figure 1). The aim for this
test was to see how big the impact the weight change had on fitting
the model to the data. Thereafter, we ran our method including
all the four proposals as described in Section (2.1.4) and shown in
Figure 1, last and far right block.
To evaluate how well the final obtained model fit the mea-
sured data, we used the normalized mean-squared error (NMSE)
defined as:
NMSE = ‖ρM − D‖
2
2
‖D‖22
(6)
Furthermore, we carried out the analyses by attempting to see
if we managed to classify the computed “connection strength” as
valid and invalid pathways. The “connection strength” is defined
here as the sum of weights of all fibers within the bundles connect-
ing a pair of regions in the GM. Usually, a bundle in traditional
fiber tracking algorithm would have fibers with the same weight
(one), whereas in our case every fiber has an unique weight
assigned to it. The classification algorithm used is the k-mean clas-
sification algorithm given two classes, one class representing the
connections with a very low “connection strength” and the other
representing the strong connection. This experiment can however
only be conducted on the FiberCup dataset since the ground-truth
(GT) is known.
Thereafter, a quantitative comparison was performed using the
Tractometer methodology proposed in Ref. (14). It is an evalua-
tion system for tractography pipelines with a particular emphasis
on global connectivity. The global connectivity scores used here
are:
• Valid Connections, connections that connect a pair of ROIs that
are known to be true with respect to the GT.
3http://www.lnao.fr/spip.php?rubrique79
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• Invalid Connections (IC), connections that do connect a pair of
ROIs that are known to NOT to be true with respect to the GT.
• No Connection (NC), connections that do not connect any pair
of ROIs or only one endpoint does.
• Valid Bundles (VB), bundles connecting a pair of ROIs that are
known to be correct considering the GT.
• Invalid Bundles (IB), bundles connecting a pair of region that
are known to be incorrect.
Valid connections, IC, and NC are reported in percentage and
are per-fiber contribution, whereas VB and IB are reported as
absolute values (e.g.,only a single reconstructed trajectory between
two ROIs can be determined to be VB or IB).
Lastly, the coefficient of variation (CV) of the “connection
strength” was computed over 10 runs for every tractography
algorithm to reveal the reproducibility of the methods.
2.2.2. In vivo human data
In addition to the experiments on the FiberCup data, we tested
our method on an in vivo human brain. This data were acquired
on a healthy subject with the following acquisition parameters: a
b-value of 2000 s/mm2 and 150 diffusion direction and a voxel res-
olution of 2 mm× 2 mm× 2 mm. The GM and WM mask were
obtained using Freesurfer from a T1-weighted image. However,
any segmentation of the GM and WM could be used. Furthermore,
since our method is connectivity oriented and since Freesurfer
provides us with GM parcellated into regions of interest, we
incorporate this prior information already from start.
As for the FiberCup data, we first searched for the initial weight.
Furthermore, the method is tested by only optimizing the weight
of the fibers and thereafter by using all the suggested proposals as
described in the method section.
3. RESULTS AND DISCUSSION
3.1. INITIAL WEIGHT OPTIMIZATION
Every tracking algorithm might produce different densities and
reconstructions of fibers, which do not only depend on the algo-
rithm itself but as well on the parameters used. Therefore, an
appropriate global scaling needs to be found to enable the com-
parison of the initial fiber set. Since these tractography methods
do not provide a weight for every fiber, we need to search for it.
Figure 2 shows how the cost changes depending on the weight.
We found out that the optimal weight for the STREAMLINE was
0.0011, for the SP 0.0007, and GIBBS 0.025. These weights were
obtained by computing the global cost as expressed in Eq. 4 alter-
nating weights between 0 and 1. The weight generating the lowest
cost would then be used as the initial starting weight for that trac-
togram. Future improvements would be to solve this part with a
convex formulation as in Ref. (22), to ensure a unique starting
weight for every single fiber.
Furthermore, a map of NMSE shows how well we could already
fit the signal just by adapting weight to every tractogram. These
numbers make sense considering the number of fibers every
method generates, for example GIBBS, which only generated
about 250 fibers needs a higher initial weight compared to the other
candidate sets. However, it is important to keep in mind that the
value of the weights will not only depend on the number of fibers
but as well on how they are distributed across the WM. In addition,
multiple fibers following exactly the same path can be compactly
represented by only one trajectory and its corresponding weight
will be the sum of all of them.
3.2. MCMC PROPOSAL EVALUATION
Figure 3 shows NMSE maps of the FiberCup data comparing the
error of the initial candidate set to the error after our method is
applied. Each row corresponds to different initial candidate set
used. The columns represent from left to right, the NMSE in
every voxel for the initial starting set (left), the results of using
our method but only using the weight change proposal and finally
(right), the results by using all proposals (bottom far right block
in Figure 1). Table 1 compares the cost from each initial set to the
cost after running our method using only the weight change pro-
posal and all four proposals. In all cases, we see that our method
reduces the cost from the initial setup and that using all proposals
gives the best results. These results clearly show the importance of
not only changing the fiber weights, but also to give the fibers the
flexibility to move. Another interesting observation is that using
the fiber movement proposal, we are able to distribute fibers in
the border areas on the FiberCup data, which have proven to be
challenging due to the so called stopping criteria in fiber tracking
(13). Having the priors of fibers starting and ending in the GM
is very important in this aspect, since we will be optimizing a set
of connectors that are anatomically correct and disregard all small
portions of fibers ending in the WM. These small portions of fibers
might describe the signal better locally (9), however, if it does not
reach the GM then it cannot be considered a fiber anymore.
3.3. CLASSIFICATION OF FIBER BUNDLES
The previous section showed that we can greatly reduce the error
between the measured data and different initial candidate sets of
fibers using our method, this section evaluates our methods ability
to correctly classify bundles.
In order to obtain the most representative “connection
strength” (defined in 2.2.1) of every bundle of all the methods, we
extract the median value over 10 runs of the “connection strength”
for each bundle. Figure 4 shows the classification results of using
a k-mean classification algorithm of all the bundles in order to
separate VB (high “connection strength”) and IB (low “connec-
tion strength”), as defined in the next Section (3.4). The final
results that were based on the STREAMLINE or GIBBS as an
initial set, were classified perfectly. However, in the case of SP as
an initial solution, one of the bundles was incorrectly classified.
This specific bundle has previously shown to be difficult to classify
correctly (29).
3.4. FIBER BUNDLES AND TRACTOMETER SCORES
To derive some further quantitative evaluations, Table 2 demon-
strates the results of the Tractometer Scores (14). The computa-
tional time required to obtain these results is about 8 min, includ-
ing the polyline to spline conversion and the MCMC optimization
procedure. We based these results on an average series of 10 runs
of our method using the STREAMLINE as initial set and compare
our results to GIBBS. With our method we managed to recover
the whole 100% of VC, compared to GIBBS 21.92% and in which
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FIGURE 2 | Cost vs. initial weight for the three different candidate fiber sets. The two circles indicate the weight used to generate the NMSE maps
displayed to the right of the plot. The upper circle corresponds to the upper NMSE and the lower one to the lower NMSE map.
as well lead to the results of IC that is 0% in our case and 3.48%
for GIBBS. Furthermore, it is worth noting that GIBBS gener-
ates 74.6% fibers that do not connect to two regions of interest
(NC). While in our case we disregard such fibers since they are
not anatomically plausible. In addition, the results from the ini-
tial candidate set shown here, are based on tractograms where the
Frontiers in Neurology | Brain Imaging Methods November 2014 | Volume 5 | Article 232 | 6
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Table 1 | Number of fibers in the initial set of the FiberCup data, initial
starting weight assigned to every fiber and the initial cost.
Number
of fibers
Initial
weight
Initial
cost
Change of
weights
Change of
weights+
move of
fibers
STREAMLINE 2463 0.0011 496 304 186
SP 6870 0.0007 352 194 148
GIBBS 250 0.025 292 204 134
The two last columns show the final cost when first optimizing the weight only
and when using all four proposals.
Table 2 | Quantitative comparison of our approach run on the different
initial tractograms using the scores proposed in Ref. (14).
VC (%) IC (%) NC (%) VB IB
STREAMLINE extended 23.70 1.68 74.62 7 2
STREAMLINE filtered 98.96 1.04 0 7 2
STREAMLINE+our approach 100 0 0 7 0
SP filtered 84.18 15.82 0 7 6
SP+our approach 93 7 0 7 1
GIBBS extended 21.92 3.48 74.60 7 12
GIBBS filtered 86.68 13.32 0 7 12
GIBBS+our approach 100 0 0 7 0
The results are reported as an average over 10 runs. Extended, the extension of
the endpoints to reach the GM and filtered, considering only fibers connecting
both endpoints to GM. The bold highlights the results of our approach.
endpoints of the fibers have already been extended to reach the
GM. In the case of STREAMLINE, only one VB was found before
the extension for instance. Furthermore, it is important to note
that the results from our method are based on the outcome of the
classification performed in the earlier section. Whereas, the initial
tractograms (extended and filtered) are being evaluated in their
original form since the classification fails in their case.
Figure 5 shows the seven golden standard bundles of the Fiber-
Cup phantom, where the 4th column correspond to the branching
structure that is collapsed into a single image. We compared our
results to the initial tractogram that it was based on and have high-
lighted with a blue arrow the invalid or not connecting fibers (IC
and NC). Fibers that are shown here have at least one endpoint
connected to the GM region (yellow). We can already observe how
our method suppressed all the invalid and no connecting fibers
that are known to be incorrect according to the GT.
Concerning the reproducibility, the CV was computed for every
cell in the connectivity matrix (“connection strength”) over 10
runs for every method. Table 3 demonstrates the average of
this CV. We can clearly see how the reproducibility is improved
with our method. The 10 runs of streamline tracking based on
exactly same the parameters and the very same local reconstruc-
tion (fODF) still generates a CV of 2.7% while if we run our
method using the same STREAMLINE tractogram as an initial
starting set we end up with a CV of 0.3%.
Table 3 | Coefficient of variation (CV) of the connection estimates as
quantified by the three tractography methods.
STREAMLINE SP GIBBS
Before 0.027 0* 0.28
After 0.003 0.0045 0.01
Results represented both before and after using our approach. *Denotes that CV
for SP is 0 since it is a deterministic approach.The CV of our method is highlighted
in bold.
FIGURE 3 |The NMSE maps overlayed onto the b0 diffusion images
and the regions of interest in green. The columns represent the initial
solution (left), the final solution when using only the weight change
proposal (center), and the final solution when all the four proposals were
used (right). The rows correspond to the different initial candidate sets:
STREAMLINE (top), SP (middle), and GIBBS (bottom).
Since the same fODF is used and the SP is a deterministic
approach, the CV is 0 and indicated with *. GIBBS seems to be
the method that was least reproducible (CV= 28%), but applying
our method to it we end up with a CV of 1%.
3.5. IN VIVO
As in the case of the FiberCup data, we computed the NMSE
for the in vivo data as well. Figures 6, 7, and 8 show the NMSE
maps between the modeled and measured signal overlayed onto
the T1-weighted and the GM regions (green) for the three dif-
ferent views of the brain (Axial, Coronal, and Sagittal). The first
column illustrates the NMSE of the initial candidate set, when
the same initial weight was set to every fiber of the tractogram.
To compute these initial tractograms it took about 20 min for the
STREAMLINE, 1 h for the SP, and 12 h for the GIBBS. We can
clearly see that NMSE decreases when our approach is applied:
first, changing only the weights as shown in the second column
of the figures and, even more, when all our four proposals are
used, as demonstrated in the far right column of Figures 6, 7, and
8. Both Figures 6 and 7 clearly illustrate the need of moving the
trajectories of the tracts to better explain the measured diffusion
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FIGURE 4 |The classification of valid bundles (VB) and
invalid bundles (IB). The initial candidate derived with:
STREAMLINE, SP, and GIBBS. The first column indicated the
classification on the tractography method before our approach
and the second column shows the classification after. The
connection strength is the median over 10 runs for each method
and x -axis represents the bundles connecting every ROI (12*12)
in the FiberCup phantom.
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FIGURE 5 | Qualitative evaluation of fiber bundles in the FiberCup data.
MR signal. Figure 8 on the other hand shows already promising
results with a visual inspection of the maps when only the weights
are optimized. However, it is worth noting that the final cost still
improves considerably when the fibers are being moved as well. It
is as well worth to recall the computational time it takes to obtain
one full tractogram using GIBBS, 12 h, considering our method
that took about 25 min on this dataset no matter what the ini-
tial tractogram was. However, the computational time will always
depend on the parameters used, decreasing for instance the σ for
the Gaussian smoothing would speed up the process extensively,
but the price to pay is the restricted search space.
Figure 9 shows the connecting tract between the brainstem and
the left superior frontal. This figure illustrates and compares the
tracts from the original dataset where the endpoints were extended
to reach the GM regions (here, the brainstem and the superior
frontal). The second column demonstrates the dataset that was
used as our initial set after applying the clustering algorithm and
lastly the third column shows the results when our method is
applied. Further on, Figure 10 shows an inter-hemispheric con-
nection between the right and left rostral middle frontal regions
where the color coding of the tracts indicates the fiber direction.
We can clearly see that even though we start out with a quite sparse
tractogram (clustered) we manage to reconstruct fiber tracts that
appear to be located according to the underlying anatomy. We can
as well observe in Figures 9 and 10 how our final reconstructed
pathways have no big dependency on the initial tractogram. In
addition, each and every one of our fibers has a weight assigned to
it, although it is unfortunately not displayed.
Despite the fact that our method manages to fit the data well
when all our proposals are used, it is still based, as most exist-
ing approaches [e.g., Ref. (9)], on a simple model that does not
consider all existing diffusion compartments that contribute to
the signal in each voxel. Therefore, a possible future extension
of this method is to develop an alternating scheme, which com-
bines this work with our previous approach (22), with the aim
to inherit the benefits of both approaches. On one hand, we
might be able to estimate very efficiently the contribution of each
tract to the image by exploiting the convex formulation in Ref.
(22); on the other hand, using the algorithm proposed in this
work, we could now add the possibility to adapt the position of
the tracts, thus being less sensitive to the initial set of candidate
tracts (22).
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FIGURE 6 |The NMSE maps between the acquired in vivo
dMRI image and the signal generated with the initial set
derived from the STREAMLINE tracking. The maps are
overlayed onto the T1-weighted and GM segmentation in green.
The first column shows the NMSE for the starting set, the
second column shows the results when running our method by
only changing weights, and the last when all our proposals are
used in the optimization.
FIGURE 7 |The NMSE maps when SP was used as initial candidate set. The maps are overlayed onto the T1-weighted and the GM regions. The first,
second, and third columns illustrate the NMSE of the initial set, changing the weights only and finally using all our four proposals.
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FIGURE 8 |The NMSE maps overlayed onto theT1-weighted and the
GM regions. The initial set was estimated using the GIBBS tracking
algorithm, which was then used as an initial set for our approach. The
results when optimizing the weights only (second column) and when all
suggested proposals are used (third column) are compared to the initial
set (first column).
FIGURE 9 |The pathway connecting the brainstem to the superior frontal. The far right column shows the original tracts, the center column is the result
after simplifying the data set using QuickBundles (23), and the last column shows the results from our optimization procedure.
4. CONCLUSION
We have presented a method, which incorporates anatomical pri-
ors by using the spline model to describe the 3D pathway of
the brain and furthermore a quantitative measure of the fibers is
introduced. We have demonstrated our optimization method on
both synthetic data (FiberCup) with a known GT that allowed us to
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FIGURE 10 |The pathway connecting the right and left rostral middle frontal regions. The first column illustrates the initial tracts, the second column
shows the results when the clustering algorithm (23) was applied. The last column shows the final results with our approach.
verify the accuracy of the method and as well on in vivo data. Our
findings clearly state the importance of including the anatomical
priors and the quantitative measurement (weight) of the fibers into
our optimization method. We believe that that this new approach
presented here, will be of big value for the community performing
connectivity analysis on the human brain data.
ACKNOWLEDGMENTS
This research was supported by the Swiss National Science Foun-
dation (Grant No. 205321-144529) and by the Center for Bio-
medical Imaging (CIBM) of the Geneva-Lausanne Universities
and EPFL, and the foundations Leenaards and Louis-Jeantet. The
authors would like to thank the Tractometer team and, in par-
ticular, Jean-Christophe Houde for the help and suggestions to
achieved the best fiber reconstructions on the FiberCup phan-
tom. The authors would also like to thank Bilal Farooq and
Michel Bierlaire from EPFL for their advice on the optimization
procedure.
REFERENCES
1. Le Bihan D, Breton E. Imagerie de diffusion in-vivo par resonance magnetique
nucleaire. C R Acad Sci (Paris) (1985) 301:1109–12.
2. Mori S, Crain BJ, Chacko VP, van Zijl PC. Three-dimensional tracking of axonal
projections in the brain by magnetic resonance imaging. Ann Neurol (1999)
45(2):265–9. doi:10.1002/1531-8249(199902)45:2<265::AID-ANA21>3.0.CO;
2-3
3. Basser PJ, Pajevic S, Pierpaoli C, Duda J, Aldroubi A. In vivo fiber tractography
using DT-MRI data. Magn Reson Med (2000) 44(4):625–32. doi:10.1002/1522-
2594(200010)44:4<625::AID-MRM17>3.0.CO;2-O
4. Parker G, Haroon H, Wheeler-Kingshott C. A framework for a streamline-
based probabilistic index of connectivity (PICo) using a structural interpretation
of MRI diffusion measurements. J Magn Reson Imaging (2003) 18(2):242–54.
doi:10.1002/jmri.10350
5. Behrens T, Woolrich M, Jenkinson M, Johansen-Berg H, Nunes R, Clare S,
et al. Characterization and propagation of uncertainty in diffusion-weighted
MR imaging. Magn Reson Med (2003) 50(5):1077–88. doi:10.1002/mrm.10609
6. Jbabdi S, Bellec P, Toro R, Daunizeau J, Pelegrini-Issac M, Benali H. Accurate
anisotropic fast marching for diffusion-based geodesic tractography. Int J Bio-
med Imaging (2008) 2008:320195. doi:10.1155/2008/320195
7. Parker G, Wheeler-Kingshott C, Barker G. Estimating distributed anatomical
connectivity using fast marching methods and diffusion tensor imaging. IEEE
Trans Med Imaging (2002) 21(5):505–12. doi:10.1109/TMI.2002.1009386
8. Fillard P, Poupon C, Mangin J. A novel global tractography algorithm based on
an adaptive spin glass model. Med Image Comput Comput Assist Interv (2009)
12:927–34. doi:10.1007/978-3-642-04268-3_114
9. Reisert M, Mader I, Anastasopoulos C, Weigel M, Schnell S, Kiselev V. Global
fiber reconstruction becomes practical. Neuroimage (2011) 54(2):955–62. doi:
10.1016/j.neuroimage.2010.09.016
10. Kreher B, Mader I, Kiselev V. Gibbs tracking: a novel approach for the
reconstruction of neuronal pathways. Magn Reson Med (2008) 60(4):953–63.
doi:10.1002/mrm.21749
11. Fillard P, Descoteaux M, Goh A, Gouttard S, Jeurissen B, Malcolm J, et al.
Quantitative evaluation of 10 tractography algorithms on a realistic diffusion
MR phantom. Neuroimage (2011) 56(1):220–34. doi:10.1016/j.neuroimage.
2011.01.032
12. Smith RE, Tournier J-D, Calamante F, Connelly A. Anatomically-constrained
tractography: improved diffusion MRI streamlines tractography through effec-
tive use of anatomical information. Neuroimage (2012) 62(3):1924–38. doi:10.
1016/j.neuroimage.2012.06.005
13. Girard G, Whittingstall K, Deriche R, Descoteaux M. Towards quantitative con-
nectivity analysis: reducing tractography biases. Neuroimage (2014) 98:266–78.
doi:10.1016/j.neuroimage.2014.04.074
14. Côté M-A, Girard G, Boré A, Garyfallidis E, Houde J-C, Descoteaux M. Trac-
tometer: towards validation of tractography pipelines. Med Image Anal (2013)
17(7):844–57. doi:10.1016/j.media.2013.03.009
15. Poupon C, Rieul B, Kezele I, Perrin M, Poupon F, Mangin J-F. New diffusion
phantoms dedicated to the study and validation of high-angular-resolution
Frontiers in Neurology | Brain Imaging Methods November 2014 | Volume 5 | Article 232 | 12
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Lemkaddem et al. Tractography with embedded anatomical priors
diffusion imaging (HARDI) models. Magn Reson Med (2008) 60(6):1276–83.
doi:10.1002/mrm.21789
16. Hagmann P, Kurant M, Gigandet X, Thiran P, Wedeen VJ, Meuli R, et al. Map-
ping human whole-brain structural networks with diffusion MRI. PLoS One
(2007) 2:e597. doi:10.1371/journal.pone.0000597
17. Jbabdi S, Johansen-Berg H. Tractography: where do we go from here? Brain
Connect (2011) 1(3):169–83. doi:10.1089/brain.2011.0033
18. Jones DK, Knösche TR, Turner R. White matter integrity, fiber count, and other
fallacies: the do’s and don’ts of diffusion MRI. Neuroimage (2013) 73(0):239–54.
doi:10.1016/j.neuroimage.2012.06.081
19. Sherbondy AJ, Dougherty RF, Ananthanarayanan R, Modha DS, Wandell BA.
Think global, act local; projectome estimation with BlueMatter. Med Image
Comput Comput Assist Interv (2009) 12(Pt 1):861–8. doi:10.1007/978-3-642-
04268-3_106
20. Sherbondy A, Rowe M, Alexander D. ). MicroTrack: an algorithm for concur-
rent projectome and microstructure estimation. Medical Image Computing and
Computer-Assisted Intervention – MICCAI 2010, Volume 6361 of Lecture Notes
in Computer Science. Berlin: Springer (2010). p. 183–90.
21. Smith RE, Tournier J-D, Calamante F, Connelly A. SIFT: spherical-deconvolution
informed filtering of tractograms. Neuroimage (2013) 67(0):298–312. doi:10.
1016/j.neuroimage.2012.11.049
22. Daducci A, Dal Palú A, Lemkaddem A, Thiran J-P. COMMIT: convex opti-
mization modeling for micro-structure informed tractography. IEEE Trans Med
Imaging (2014) (99):1. doi:10.1109/TMI.2014.2352414
23. Garyfallidis E, Brett M, Correia MM, Williams GB, Nimmo-Smith I. Quick-
Bundles, a method for tractography simplification. Front Neurosci (2012) 6:175.
doi:10.3389/fnins.2012.00175
24. Catmull E, Rom R. A class of local interpolating splines. In: Barnhill RE, Riesen-
fled RF, editors. Computer aided geometric design. New York, NY: Academic Press
(1974). p. 317–26.
25. Douglas DH, Peucker TK. Algorithms for the reduction of the number of points
required to represent a digitized line or its caricature. Cartographica (1973)
10:112–22. doi:10.3138/FM57-6770-U75U-7727
26. Jbabdi S, Woolrich MW, Andersson JL, Behrens TE. A Bayesian frame-
work for global tractography. Neuroimage (2007) 37(1):116–29. doi:10.1016/
j.neuroimage.2007.04.039
27. Tuch DS, Reese TG, Wiegell MR, Makris N, Belliveau JW, Wedeen
VJ. High angular resolution diffusion imaging reveals intravoxel white mat-
ter fiber heterogeneity. Magn Reson Med (2002) 48:577–82. doi:10.1002/mrm.
10268
28. Kirkpatrick S, Gelatt CD, Vecchi MP. Optimization by simulated annealing. Sci-
ence (1983) 220:671–80. doi:10.1126/science.220.4598.671
29. Daducci A, Dal Palu A, Lemkaddem A, Thiran J-P. A convex optimization frame-
work for global tractography. 2013 IEEE 10th International Symposium on Bio-
medical Imaging (ISBI) San Francisco (2013). p. 524–7. doi:10.1109/ISBI.2013.
6556527
Conflict of Interest Statement: The authors declare that the research was conducted
in the absence of any commercial or financial relationships that could be construed
as a potential conflict of interest.
Received: 22 July 2014; accepted: 27 October 2014; published online: 17 November
2014.
Citation: Lemkaddem A, Skiöldebrand D, Dal Palú A, Thiran J-P and Daducci
A (2014) Global tractography with embedded anatomical priors for quantitative
connectivity analysis. Front. Neurol. 5:232. doi: 10.3389/fneur.2014.00232
This article was submitted to Brain Imaging Methods, a section of the journal Frontiers
in Neurology.
Copyright © 2014 Lemkaddem, Skiöldebrand, Dal Palú, Thiran and Daducci. This is
an open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) or licensor are credited and that the original publica-
tion in this journal is cited, in accordance with accepted academic practice. No use,
distribution or reproduction is permitted which does not comply with these terms.
www.frontiersin.org November 2014 | Volume 5 | Article 232 | 13
